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a) OQ expires 4 months from the mailing date of the final rejection. 



__ (or within any 



E Sot dSLd to placa the appltoUon in condition (o. allowance: 

S The proposed amendnnent(s): 

K will be entered upon filing of a Notice of Appeal and an Appeal Brief. 

n will not be entered because: . i. , ^ 

□ ly ^aise new «sues that would require ,u*e, consideraton aruj/or search, (See note below). 

n thev raise the issue of new matter. (See note below). 

§ Ily are no. deemed to place .he application In be«er torn, .or appeal by matenally reducing or s,n,p,^,ng .he 

□ Ty'Jrrnra^lonal claims wilhou. cancelling a cor^sponding number o. finals, reJeCed dalms, 

NOTE: 



□ Applicant's response has overcome the following rejection(s): 



□ Newly proposed or amended claims 



would be allowable if submitted in a 



sTaraKmei; filed a=dmer,t cancellir^g the non-allowable claims 



□ The affidavit, exhibit or request for 
for allowance because: 



reconsldera.lon has been considered but does NOT place ffie application In condition 



□ The a«lda»«orexhlb,.wlllNOTbeccns«eredbecau«l.lsno,dlreCeaSOLELV.o issues Which were newly raised by the 

Examiner in the final rejection. 
K For purposes of Appeal, the status of the claims is as follows (see attached written explanation. ,f any): 

Claims allowed: None 
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ADVISORY ACTION 
Amendment Entry 

1^ The amendment filed January 29, 2001 has been entered. Claims 1 and 4 have been 
amended. Claims 1.3-7, 9-12, 16-20. 24-33. 35-36, 42-44, 47-50 axe pending. 

Information Disclosure Statement 
2. The listing of references in the newly entered information disclosure statement is not a 
proper information disclosure statement. 37 CFR 1.98(b) requires a hst of all patents, 
publications, or other infon^tion submitted for consideration by the Office. The articles only 
contained an abstract, therefore only the abstract was reviewed, 

Oaim Objectious 

3. Claims 1, 3-7, 9-12, 16-20, 24-33, 35-36, 42-44, 47-50 are objected to because of the 
informaUties. This rejection is withdrawn in view of applicants amendment. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 
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4 ciaim4isrejectedunder35U.S.C.112,secondparagrapMsbeingindefi^^^ 

to particularly point out and distinctly claim the subject matter which applicant regards as the 

invention is withdrawn in view of applicants amendments. 



Applicant's arguments 
persuasive. 



Response to Arguments 
filed January 29, 2001 have been fully considered but they are not 



Claim Rejections - 35 USC §103 

f TT S r lOSfa^ which forms the basis for all obviousness 
The following is a quotation of 35 U.b.C. lUJ w wmc 

rejections set forth in this Office action: 

ection 102 of this title, if the differences benveen the ^^''^^^^^^^^ i^^ention was made to a person 
manner in which the invention was made. 

5 Claims 1, 5-7. 10, 12, 16-20, 26 and 42-44, 47-48 and 50 are rejected under 35 
U S C. 103(a) as being unpatentable over McUan e. a.., in view of Houts^ McLean e. teaches 
several ntonoclonal antibodies to transcobaian^n n (TCH) is n,.n.ained. In response to 
applicant's argument that there is no suggestion to combine the references, the examiner 
recognizes that obviousness can only be established by combining or modi^ing the teachings of 
the prior ar, to produce the claimed invention where there is some teaching, suggestion, or 
.otivaUon to do so found either in the references themselves or in the i^owledge generally 
„.«etooneofordhrarys«in.heart.See/„«...837 .2dl071,5USPQ2dl596(.ed. 
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C,^ ,988)and /« r. Jo^s, 958 F.2d 347, 21 USPQ2d ,94. (Fed. Cir. ,992)^ In .his case, no 
„ore then routine skill is required .o ^.just the concentration of cobalanun in .he sanrple. 
Therefore, i. would have heen obvious a. .he .in,e of applica„.s inven.ion .o use .he nronoclonal 
antibodies .o .ranseobalannn n, b„m apo- and holo-TCII, in a eon,peti.ive sandwich EL.SA assay 
on a solid suppor. as .augh, by Hou.s. in .he n,e*od of McLean, because Hou.s .eaches a 
edified n,e.hod of assaying TCD or any cobalamin analogues using samples fron. human plasma 
or serun,, where a cen.rifi.ge s.ep is performed and cyanocobalan^ eilher a direC or indireC 
assay can be assayed wi.h any one of a varicy of de.e«ab,e signals can indicale presence using 
immobilized and non-immobiUzed hgands. 

6 Claims?, n, 24-25 and 35-36 are rejeced under 35 U.S.C. ,03(a) as being unpa.en.able 
over McLeane. al. in^ewofHoms and toher inviewof Herber, is m^m^ned^ Apphcan.s 
argue .ha. ftere is no suggestion .o combme references, .he examiner recognizes tira. 
obviousness can only be esU*hshed by combming or modifying tire .cachings of .he pr,or ar. .o 
produce tire claimed invention where tirere is some reaching. sugges.ion. or motivation .o do so 
found eiiher in .he references ti.em.lves or ™ ti,e knowledge generally available .o one of 
ordinary sldl. m .he ar.. No more .hen routine skiU is involved in adjusting tire amount of a 

concen.ra.ions nor de.erminingop.imumconcen.,..ions which are suHableformaretialshaveno. 
beenheld.oinvolvepa.en,ableinve„.ion.TbereforeonesltiUedin.hear. would have expeceda 
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reasonable level of success in using an assay 



Page 5 



to include the dissociation of cobalamin/ vitamin 



or analogs by changing the temperature or pH as taught by Herbert with the assay method for the 
determination of TCII bound cobalamin sample comprising contacting a sample body fluid with an 
immobilized specific binding ligand like a monoclonal antibody specific for TCH or holo-TCU, 
separating the bound fraction from the unbound fraction and measuring the amount ofholo-TCII 
or TCII bound cobalamin obtained as taught by McLean et al., in view of Houts because Herbert 
teaches that this method is known in the art. 

7. Claims 4 and 49 are rejected under 35 U.S.C. 103(a) as being unpatentable over McLean 
et al, in view of Houts in further view of Allen et al., (US Patent 5,374,560) is maintained. 
Applicants argument is that there is no suggestion to combine the references. In this case, no 
more then routine skill would have been required to use automation as taught by Allen et al., in 
the assay of McLean et al., and Houts, because Allen et al., shows it to be conventional and well 
known to automate assays to detect cobalamin. Furthermore, it has been held that broadly 
providing a mechanical or automatic assay to replace manual activity which has accomplished the 
same results involves only routine skill in the art (In re Vernier, 120 USPQ 192). 



8. Claims 27-33 are rejected under 35 U.S.C. 103(a) as being unpatentable over McLean et 
al., in view of Houts in fixrther view of Hoyle et al is maintained. In response to applicant's 
argument that there is no suggestion to combine the references, the examiner recognizes that 
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obviousness can only be established by combining or modifying the teachings of the prior art to 
produce the claimed invention where there is some teaching, suggestion, or motivation to do so 
found either in the references themselves or in the knowledge generally available to one of 
ordinary skill in the art. In this case, it would have been obvious at the time of applicants 
invention to have use the antibodies of Hoyle et al., in the method of McLean et al., and Houts 
because the high affinity constants of the antibodies of Hoyle et al, which provide for a more 
sensitive assay. 

9. Any inquiry concerning this communication or earHer communications from the examiner 
should be directed to Ja-Na Hines whose telephone number is (703) 305-0487. The examiner can 
normally be reached on Monday through Thursday from 6:30am to 4:00pm, The examiner can 
also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Lynette Smith, can be reached on (703) 308-3909. The fax phone number for the organization 
where this application or proceeding is assigned is (703) 308-4242. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0196. 



Ja-Na Hines 




